WHAT IS CLAIMED IS: 



1. A compound having the formula: 




wherein R? is lower alkyl, bridged alkyl, 
aryl, heteroaryl, aralkyl, cycloalkyl, a 5- or 6- 
membered saturated jLterocycle, C^alkylenearyl , 
C^alkyleneOar^yl, 

Het, C 2 . 4 alkylenear^l£Lryl, C^alkylene bridged alkyl, 



Cj^alkylenecycloalky 
propargyl, substitute 
halocycloalkyl ; 

R 2 is 

methyl ; 



substituted or unsubsti tuted 
Vor unsubstituted allyl, or 



irog4n,\methyl, or halo-substi tuted 



is saiectep fron 



C(=0)OR 7 , C(=0)R 7 , 



the group consisting of 
I)NR 6 R 9 / \(=0)NR e R 9 / lower 
alkyl, bridged al^yl^cycloalkyl\haloalkyl , halo- 
cycloalkyl, C. 3 alkylenecycloalkyl f a 5- or 6- 
membered saturated heterocycle, aryl , heteroaryl, 
C x 3 alkyleneC(-0)rf # C ( =0) C ( =0) NR S R 9 , C^alkyleneOR', 
C^alkylenearyl, jSO.heteroaryl , Het, aralkyl, alk- 



aryl, heteroarall 
(=0)0R'\ C(=0)C : 
aryl, C(=0)C{=0) 



:yl f heteroalkaryl, C^alkyleneC- 
alkyleneC(=0)OR 7 , c, 3 alkylenehetero- 
'R'\ C(=0)C : ,alkyleneC(=0)OR 7 , C(=0) 



^ ; : . 0 ir fc yx e ut;ivr.iL='j/L- =<y C a 1 r ;y i eneNK : , and 
NKC(=0)0R"; 

R 4 is hydrogen, lower alkyl, haloalkyl, 
cycloalkyl, or aryl ; 

R : is hydrogen, lower alkyl, alkynyl, halo- 
alkyl, cycloalkyl, or aryl ; 

R° and R~, independently, are hydrogen, 
lower alkyl, .aralk^l, SOR : , or C(=0)R r ; 

R 7 is selected from the group consisting of 
branched or unbranched lower alkyl, heteroaryl, a 
heterocycle^ar^ljj/l, and aryl, and R 7 can be option- 
ally substit/uted with, one or more of RO 8 , NR 3 R ? , or 

SR a ; 



and R ? , same or different, are selected 
from the group consisting of hydrogen, lower alkyl, 
cycloalkyl, kryl f heteroaryl, alkaryl, heteroaralk- 
yl, heteroall\aryl/, a^ aralWyl, or R 9 and R 9 can be 

^Tierpfoered to 7-membered ring; 
n, alkyl, haloalkyl, cyclo- 



taken togetheV fcjrm 
hydr 

alkyl, aryl, C(W>)alk^l, C { =0) cycloalkyl , C(-0)aryl, 



C(=0)0alkyl, C{=p)Ocyctoalkyl, C(=0)aryl, CH 2 0H, 
CH 2 0alkyl, CHO, CN;. NO J, or S0 2 R 1: ; 

R 11 is alkyl, cycloalkyl, tri f luoromethyl , 
aryl, aralkyl, or NR-R^ ; 

salts and solvates thereof. 




I 





0- (CH 2 ) 3 - 



H- 

CH ; - 

(CH 3 ) ,C- 
(CH 3 ) 3 C(CH 2 ) 2 

(CH 3 ) 2 C(CH 2 ) 
OCH 3 






f 
I 
! 

f 



117 - 



4. The composition of iiairr. : therein R ' 
.s selected from the group consist ina of: 





r 




o 

II 

H 2 NCH 2 CH 2 C- 



Ac: ^ 

AcOC(CH,) ->C- 




-he compound of claim 1 wherein R 



is 



seie::ea 
methy., : 
ohenvl. . 



frorr. c he group/ consisting of hy 
rif luoromethyi , cycloprcpyl , echynyl 



6. The corrjpound of claim 1 wherein R is 
hydrogen or lower alky|l.. 

7. The compound of claim 1 wherein R is 
selected from the group consisting of hydrogen, 
C(=0)R\ C(=0)OR 7 , ethjrl, benzyl, S0 2 CH 3/ and SO r C\H 5 . 



3. Th/e compound of claim 1 wherein R~ is 
lower alkyl . / 



9. The compound of claim 1 wherein R= and 
R 9 , independently, ahk hydrogen or lower alkyl, or 



are taken together ffcrm a S-membered or 6 -member ed 



ring . 



\ 



10. The b 




impound of claim 1 wherein R- 2 is 
selected from the group consisting of hydrogen and 
lower alkyl . j 



t 



a 

ru 



11. Trie compound of claim 1 wherein R : i 
selected from che group consisting of cyclopenzvl , 
eye 1 op ropy 1 me t hy 1 , t etrahynrof uryl , indanyl , 
norbornyl, phenechyl , and chenylbucyl; R : is select; 
from the group consisting of methyl and difluoro- 
methyl; R ; is selected from the group consisting of 
benzyl, CO s CK 5 , C(=0)Ch : OH f C (=0) CH (CH 3 ) OH, 
C(-0)C<CH 3 ) a 0H, and 




R 4 is hydrogen; R- i^/hydroaen or methyl; R 6 is se- 
lected from the group consisting of hydrogen, 
methyl, ethyl, benzoyl, S0 2 CH 3 , S0 2 C 6 H 5 , benzyl, 
C(=0)C(CH 3 ) 3 , and acetyl; R : - is hydrogen or methyl; 
R 7 is methyl; and R 1 ' is hydrogen. 



12 . The compound of 
zhe group consisting of 



Methyl (4S,3R) -4- ( 3 - cyclopencyloxy - 4 -metftoxyphenyl ) - 

3 - methyl -3- { [benzylamino] merhyl ] } pyrrolidine 
carboxylate 

Methyl (45,310 -3 -.(aminomethyl J -4- 13 -cyclopentyloxy- 

4- methoxyphenyl) -3-methylpyrrolidinecarboxylate 

Methyl (3S,4S) -4- (3 -cyclopentyloxy-4 -methoxyphenyl ) - 
3 - methyl - 3 - { [methyl sul f ony 1 ) amino] met hyo } pyrrol i - 



dinecarboxylate 



Methyl (4S,3R) -3- rjtacc&yl ami no) methyl] -4- (3- 
cyclopentyloxy-4 -methoxyphenyl) -3-methylpyrrolidine- 



carboxylate 



Methyl (4S,3R) -4 - (3 ^cyclopentyloxy-4 -methoxyphenyl) 
3 -methyl -3- [ (phenylcarbonyl amino) methyl] pyrrol i - 
dinecarboxylate ' j 



Methyl (3S,4S) -4 ^3 -cJclor^>>^ . 
3 -methyl - 3 - { [phenyl suVi ony 1 ) aminoTmethyl }pyrrol i - 
dinecarboxylate \ ; 




is{ [ (4S, 3R) -4- (3 -cyclopentyloxy-4 -methoxyphenyl) -3- 
ethyl - 1 - carboxymethylpyrrol idin - 3 -yl ] methyl } amine 



1- [ (3S, 4S) -4- (3-CycIopentyloxy-4-methoxyphenyl) -3- 
methyl - 1 -benzylpyrrql idin- 3 -yl ] ethylamine 



1 - \ 2S, 45) -4 - ( 3 -Cyclopentyioxy-4 -mechcxy phenyl > - 3 - 
~ezh\*l - 1 - benzyl pyrrol i din - 3 - v 1 ] e~hvl amine 

N-{1- ! (35,43) -4- (3-Cyclopentyioxy-4-rr.echoxyphenvI) 
3 -methyl - 1-benzylpyrrolidin- 3 -yl] ethyl /benzamide 

N- { 1- [ (3S, 4S) -4- (3-Cyclopentyloxy-4-mechoxyphenyl) 
3-methyl-l-benzylpyrrolidin-3-yl] echyijbenzamide 

N-{1- [ (3S,4S) -4- (3-Cyclopentyloxy-4-methoxyphenyl) 
3 -methyl - 1 -benzylpyrrolidin- 3 -yl ] ethyl } acetamide 

N-{l- [ (3S,4S) -4- (3-Cycpo^er.tyloxy-4-methoxyphenyl) 

3 -methyl - 1 -benzylpyr.rop.idin- 3 -yl ] ethyl } acetamide 

3- (S) - (1-Acetylaminpedhyl) -4- (S) - (3-cyclopentyloxy 

4 - met hoxyphenyl ) - 3 -metjhylpyrrol idine - 1 - carboxyl ic 
acid methyl ester i j 

{l - [ (33,4S) -4- (3-Cyclipentyloxy-4-methoxyphenyl) - 3- 
methyl - 1 -benzylpyrrolidin*^- -yl ] ethyA } - 
(phenylsulfonyl) amine 




{l-[(3S,4S)-4 - (3-cyclopentyloxy- 4 -methoxyphenyl } -3 



methyl - 1 -benzylpyrrol 
(phenylsuf onyl ) amine 



idin-3-yl] ethyl } - 



{l - [ (3S,4S) -4- (3 -Cycl'opentyloxy- 4 -methoxyphenyl) -3 
methyl -1 -benzylpyrrolidin- 3 -yl] ethyl } - 
(methylsulfonyl) amine 



{l - i ":5,4$ -4- 3 - Cye I opent y I oxy -~.-rr.ez hoxycher.y 1 
methyl - : - ber.zyipyrrol idin- 3 -yl ] ethyl } - 
'methylsulfcr.yl) amine, and 

Mechyl ',35,45) -4- ( 3 -cyclopentyloxy-4 -methcxypheir 
3 -methyl -3- [ I rnethylaminp) ethylpyrrolidine carbox 
ylace . 




i 



/ 



If- . me romp our, a or claim 1 having an IC 
vs. human recombinant ?DE4 of about 1 nM co about 2. 
:;M . 

15. The compound .of claim 1 having a 
PBL/TMFa EC 5 , of about 10 nM ; ' to about 2 0 l;M. 

16.. The compound of claim 1 having an IC. 
vs. human recombinant of about 1 nM to about 25 

JJM, and a PBL/TNFq EC 50 of / about 10 nM to about 25 
JJM. 

17. The compou/nd of claim 1 having an IC ? 
vs. human recombinant PDIJ4 of about 100 x 10" 6 M or 
less . 



18. The compound of claim 1 having an IC 5 . 
vs. human recombina/.t PDp4 of about 50 x 10" 6 M or 
less . 



19. The* 
PBL/TNFa EC=- of 



compound of^claim 1 having a 



a&ou: 



20. The\ compfcund of\claim 1 having a 
PBL/TNFa EC B . of abdut 2 J 

Vi 

21. The compound of claim 1 having an lC n 
vs. human recombinant PDE4 of about 100 x 10' 6 or 
less and a PSL/TNFo: EC Z [ of about 5 uM or less. 



22. The compound of claim 1 having an IC 
vs. human recombinant ?|dE4 of about 50 x 10 - ; or less 
and a PBL/TNF •:<: EC- of about 2 ,uM or less. 



23. A pharmaceutical composition compris- 
ing a compound of claim 1, a pharmaceut icaliy ac- 
ceptable carrier, and, optionally, a second 
antiinflammatory therapeutic agent. 



24. The composition of claim 23 wherein 

i 

the second antiinflammatory therapeutic agent is 
capable of targeting TNFa. 



oi 



25. A method 
a condition where inhibit 
is of therapeutic benefit 
administering to said mamif, 
effective amount of a c 



treating a mammal having 
on of a cAMP-specif ic PDE 

said method comprising 
ai at therapeutically 
omjbound of claim 1. 



26. 



A method y 
a mammal comprising admin 
effective amount of a compound of claim 1. 



modulating cAMP levels in 
istering to said mammal an 



27. A method of treating a mammal having 
a condition where inhilitlic 



is of a therapeutic benefli 



to said mammal an effecti 
cal composition comprisii 
a pharmaceutical^ accept: 




of a cAMP-specif ic PDE 



V • 

compri 



sing administering 
amount of a pharmaceuti- 
a compound of claim 1 and 
able carrier. 



28. The method of claim 27 wherein the 
condition is an allergic; disease, an autoimmune 
disease, an inflammatory disease, an arthritic dis- 
ease, or dermititis. \ 



condition is rheumatoid arthritis, osteoarthritis, 

gouty arthritis, or spondylitis. 

j 

30. The method of claim 27 wherein the 
condition is thyroid-associated ophthalmopathy, 
Behcet disease, sepsis, 1 septic shock, endotoxic 
shock, gram negative sepsis, gram positive sepsis, 
toxic shock syndrome, allergic conjunctivitis, ver- 
nal conjunctivitis, or eosinophilic granuloma. 



31. The method of claim 27 wherein the 
condition is asthma, chronic bronchitis, allergic 
rhinitis, adult respiratory distress syndrome, 
chronic pulmonary inflammatory disease, chronic 
obstructive pulmonary ^Tisease, silicosis, or pulmo- 
nary sarcoidosis. 



32. The method of claim 27 wherein the 
condition is reper^usion injury of the myocardium, 
brain or extremities as a brain or spinal cord in- 
jury due to trauma.. . 

i 

|- 

33. The meth^d^'o^^cla^im 27 wherein the 
condition is a fibrosis- keloid formation, or scar 
tissue formation . 



34. The method of claim 27 wherein the 
condition is systemic lupus erythematosus, a trans- 
plant rejection disorder, a graft vs. host reaction, 
or an allograft rejection. 



Q 
Q 
N 



25. The method of claim 27 wherein t he 
condition is chronic glomerulonephritis, an inflam- 
matory bowel disease, Crohn's disease, or ulcerative 
colitis . 

36. The method of claim 27 wherein the 
condition is proliferative lymphocytic disease or a 
leukemia. . | 



37. The me 
condition is an i 
dermatitis, psoriasis 



nf lammatory 



:hod of claim 27 wherein the 
dermatosis , atopic 
or urticaria. 



38. The ffiethod of claim 27 wherein the 
condition is a cardiomyopathy, congestive heart 
failure, atherosclerosis , pyrexia, cachexia, 
cachexia secondary to fnSection or malignancy, 
cachexia secondary tof /acquired immune deficiency 
syndrome, ARC , cetebffal malaria, osteoporosis, a 
bone resorption di>s^ase, fever and myalgias due to 
.infection, erectile/dysf unction , diabetes insipidus, 
a central nervous system disorder, depression, 
multi-inf arct dementia, an anxiety or stress re- 
sponse, cerebral ischemia, tardive dyskinesia, Par- 
kinson's disease,/ or premenstrual syndrome. 



39. The method of claim 27 wherein the 
mammal exhibits ,a minimal emetic response. 



40 . 

mammal is free 



method of claim 27 wherein the 
of an emetic response. 



\ 



41. The Tie-hod of claim 27 wherein the 
mammal exhibits minimal adverse central nervous 
system side effects. 



42. The method of claim 27 wherein the 
mammal is free of adverse central nervous system 
side effects. 



43. The 
a mammal comprising 
therapeutically eff^ 
claim 1. 



i£ t hod of reducing TNF levels in 
administering to said mammal 
e^ive amount of a compound of 



44 . A 
cell activation in 
to said mammal a the 
a compound of claim 1 



4 5. A me 
in a mammal comprisi 
a therapeutically ef 
claim 1. 



od of suppressing inflammatory 
• xnmal comprising administering 
itapeutTrcally -effective amount of 



nljiod of inhibiting PDE4 function 
ijig administering to said mammal 
ective amount of a compound of 



